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New galenic process for omeprazole containing pellets. 

A pnjducticn metho.1 f *_- r pt;ik.-ts ■" e.rit;:intn-j Omi |y t u.\.»: ; u. i for in- :« ] a i t h t m :r n t i -.--i baste n sac an. so. 
star:h and glucose, said cere cover ec with the m< rorood and sieved active substarv.0 which is n a buffered 
dtspO'Sion. bong added with an anionic surace active agtnt. n 'Tdei to finally r e< civo an enteric covering n a 

^" fluidized bed with HPMC pnyiate. Iiotnyl phy'ato. aco^n and r.-sh* .-yl ak^hr-i being afterwards dr od to obtain a 

^ water , ^rterv f I.--?? than 1*3 Shiv-d. w-igtht d an«i . ai^uvtti d 
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A now p'. -iu' tion mothoii : o- enteric coated pellets containing Omeprazole which is coated on an inert 
:-■{-:.' n {he fcrrn ; H buTcn j lisp* -i siun phase. 

Field of invention: 

The p-oson: mvonticn -s roatod to a new pmdir'ion method of a stable preparation ■.obtaining 
Om e p r a jo to f o r r a i a 1 m i r i s t r at i e n 

Description of invention: 

Omeprazole is a po*e^t inhibitor of gastr c acid secretion. Omeprazole is a pyridine r.enzimidazol 
dor vative wen the following tctal formula C- - H- N: O. S and a molecular weight of 354.4. 



Structure formula: 



ZU 




Omeprazole (1) is readily degradable in acidic environments, pH less tnan 7. Stability profile of 1 is 
_■?) almost the same in solid ohase. and is also affected o/ moisture and organic solvents The icasei why oral 
dosage form's of Omeprazole ha*e to be formulated as enteric coated dosage form is to protect t from 
acidic gastric juice (Ref US Patent 4 786.505 Nov 22. 1988) Ente^c coated pellets of O'^ep-azol should 
reasonably withstand the gastric juice but c must be dissolvec rapidly in the small intestine to ootam 
areasonable bioavailability of course the effect. Several coating mot-hods and materials have been used to 
Jfj comply the above mentioned prerequisites of Omeprazole {UK Patent GB 21 89 698) 

In this patent applicator! a new process for the preparation of aorally used hard gelatin capsule 
containing ontenc coated Omeprazole pellets s described 

This new enteric coated pellet production process consists of the fo lowing four steps. 
I. Preparation Df inert core by conventional pan coating method 
^ II Active coating by using rotary type fluidized bod 

III Protective coating by using rotary type fluidized bed. 

IV Enteric coating by using rotary type fluiOized bed 

I. The contents of nert core are as fo lowing 

Saccorose 65-85% 
Corn Starcn 15-25% 
Glucose 2-6°o 

Particle size distribution range =s arranged tc be 90°o within 0 71 mm. to .0 85 mm. (n ciameter) by 
■ ^ suitable sieving. Tnese inert pellets can also be obtained commercially 

II To ottain a rapid d-spersion active (Omeprazoe) substance is micrcnized and sieved through 150 mesn 
sieves 

r >o The active substance sieved is dispersec in a buffered aqueus dispersion, at pH 7 1 ± 0.1. of a 

macromolecuiar binding aqent A anionic surface active agent (Sodium Lauryl Sulphate) s added to the 
aqueus phase to ncrease the wettab lity and smooth lispersion of Omeprazole. 

The aqueus cispersion is sprayed on to the inert pellets m the cabin of a rotary type fluidized bed 
machine under aporeprtatc process parameters 
'•'i The content of active dispersion phase for one dose tone capsule) is as following. 

Omeprazole 20 mg. 
Hydroxy prop) I methyl cellulose 5.3 mg. 
Lactose unh/enxjs 8 mg. 
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I -Hydro«v : ' \ I -_-Nl. 6 mg. 

S'"Uim ai.ry- M.n hat* 0.5mg. 

Disi. dn:m h v« if ;« ■ ' 1 t >h< -r : '\it< dihy Irate 0.8 mg. 

Water 0.21 ml. 

I.I A. *ivc i oatoc f.-o u-ts rave tv t ».„• prot«. ■<: tod from tho ■ w.janc solvent which is noirra ly used to oisr.urso or 
■ lis solve tho ■■ i ' ' • : atng mater ! al 

Tho thickness of Hits layer is o<[ or imr ntally determined to ubtam an optimal protection during tho 
ontoi-c coattrvj pro *o$sos anc tho necessary amrunt of <\ tiny material i;er capsu o <ono dose) for ahovo 
mi.TVioneo active boated pellets i r 'o 100 passes thiougn 15 mcsn sieves) has been occer mined as f jlowr-g. 

MPMC 3.4 mg. 

Water 0.06 ml. 

AquOL.s molecular dispersion of HPMC is sprayed under appropriate process parameters on to the 
active coated pellets in the cabine cf a ootary type f Indited bed machine and cried until the water content of 
tne pellct= is less than i°o when determined oy the tolucn distilation method described in USP XXII. 

IV. Enteric coating is performed in tho same machine using appropriate process parameters by spraying the 
following coat ng solution. 

HPMC phytalatu 24 mg. 
Diethvl pbyalate 0.13 mg. 
Aceton 225 mg.(... ml) 
Lthyl alcohol 96 mg.(... ml) 

finished product is sieved through 15 mesn and 20 mesh, sieves. Pellets which pass through 15 nosh and 
are retained on 20 mesh sieves, are filled to ge!a:ir capsules. Capsule contents ate 233 mg * 10% 

l!.Pro*cctke c Dating phase: 

Machine G att dPCG 60 with ORG 30 
Active coated pellets: 25 kg i 0.4 
Spray nozzle: 2 x 1.8 mn 
Nozzle pc siticn Tangential 
Filter tvpe: PB (2% of cotton wod) 
Sieve tyoe: Rotor Disc, 
inlet air Temperature 50-60 °C 
Inlet Air Rate 700-800 m 3 /h 
Pumping rate: 20 rpm 
Sht width: 2 mm 
ill t- i Spe d 300 rpm 



i | Fro- - --a—. -j PKss ■ 

Machine G'att GPCG 60 with GRG 30 
Spray nozzle 2 x 1.8 mm 
N'W'o position Tangential 

\ lit* -r t ,■[:,-- PB2 

Sm v t /so Rotor Disc 



mm i i ii hi n ' ■ 
40G-hOO rprr 
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apsi.,o. >. haractonzod n that the prco ess is per for r rod to obtain ar inor: core •: over od w th tho 
mien nz-od vOivo substance to he aisc or tone coatod and duo i aft or :ho aoii.sting of rs 'jra-ujic rr»itr> . 
oo rg n : (, is way m-ady to oo ! -n' due od as • apsuios 

2. A prediction metnod of pellets containing Omeprazole according to the previous claim, characterized m 
that tho mod nucleous includes a 65-85 c o of sacarose. 15-25°o ol starch and 2-56°o :>f glucose, said 
nucleous being obtained by :orvr. nttcnal means and bong sieved throjgh a mesh within 0 71 ard 0.85 
fnn 

:q 3. A production method according to the first claim characterized in tha: the active substance is 
microMcod ard sieved through a 150 mesh to be dispersed in a birfered aqucus dispersion at pH 7.1 t 
1° 0 with the adition of an anionic surface active agent, as for example sodium lauril sulpnate 

4. A production method according tc the first claim, characterised in that the active substance comonsmg 
•5 Omeprazole, hydroxil methyl cellulose, lactose anhydrous, L-hydroxy popyl-cellulose. sodium lauril 

sulphate, discdium hydrogen phosphate dihydrate and water is sorayed onto the inert pellets in the 
cabin of a rotary type f uidized bed machine. 

5. A production metnod according tc the first claim, characterized in that the enteric cover in produced in 
jo a fluid'zed bed w th HPMC phytalate. diethyl phytalate. aceton and ethyl alcohol being afterwards dried 

to abtair a water _on:ent of less than 1°o 
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